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Public Summary:

The generation of induced pluripotent stem cells (iPSCs) and induced neuronal cells (iNCs) from somatic cells provides new avenues
for basic research and potential transplantation therapies for neurological diseases. However, clinical applications must consider the
risk of tumor formation by iPSCs and the inability of iINCs to self-renew in culture. Here we report the generation of induced neural stem
cells (iNSCs) from mouse and human fibroblasts by direct reprogramming with a single factor, Sox2. INSCs express NSC markers and
resemble wild-type NSCs in their morphology, self-renewal, ability to form neurospheres, and gene expression profiles. Cloned iNSCs
differentiate into several types of mature neurons, as well as astrocytes and oligodendrocytes, indicating multipotency. Implanted
iINSCs can survive and integrate in mouse brains and, unlike iPSC-derived NSCs, do not generate tumors. Thus, self-renewable and
multipotent INSCs without tumorigenic potential can be generated directly from fibroblasts by reprogramming.

Scientific Abstract:

The generation of induced pluripotent stem cells (iPSCs) and induced neuronal cells (iNCs) from somatic cells provides new avenues
for basic research and potential transplantation therapies for neurological diseases. However, clinical applications must consider the
risk of tumor formation by iPSCs and the inability of iINCs to self-renew in culture. Here we report the generation of induced neural stem
cells (iNSCs) from mouse and human fibroblasts by direct reprogramming with a single factor, Sox2. INSCs express NSC markers and
resemble wild-type NSCs in their morphology, self-renewal, ability to form neurospheres, and gene expression profiles. Cloned iNSCs
differentiate into several types of mature neurons, as well as astrocytes and oligodendrocytes, indicating multipotency. Implanted
iINSCs can survive and integrate in mouse brains and, unlike iPSC-derived NSCs, do not generate tumors. Thus, self-renewable and
multipotent INSCs without tumorigenic potential can be generated directly from fibroblasts by reprogramming.
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